A recent article 1 and editorial 2 in the Archives investigated the relationship between thyroid function, within the normal reference range and body weight gain. Fox et al 1 observed that change in serum thyrotropin concentration (⌬TSH) was strongly and linearly associated with weight gain. The authors, however, did not account for diet and physical activity, covariates known to be strongly associated with weight change. We also examined the relationship between ⌬TSH within the reference range and weight change over a 5-year period, accounting also for baseline dietary parameters and reported physical activity.
Results.
At follow-up, ⌬TSH ranged from -2.05 to 3.29 mIU/L in men and from -2.50 to 3.22 mIU/L in women. In women, weight increased by 0.8 kg for every 1-unit increase in TSH during the 5-year period (P=.01) after adjusting for age, baseline body weight (at BMES-2), and current smoking (Table) . This association became stronger after further step-wise adjustment for physical activity and dietary covariates such as fat (P Ͻ .001) and carbohydrates (P=.002). Increasing TSH level (modeled as a continuous variable) during follow-up was associated with a 50% higher likelihood of weight gain of greater than 2 kg after adjusting for age, baseline body weight, and smoking in women (odds ratio, 1.50; 95% confidence interval, 1.10-2.05). This association persisted after further adjustment for physical activity and dietary covariates.
Weight change at follow-up, however, was not associated with ⌬TSH in men (P=.92), either before or after adjusting for physical activity and diet (Table) . Analyses by quartiles of ⌬TSH were also unrelated to weight change at follow-up either before or after multivariate adjustment.
Comment. We observed, in women but not in men, a strong positive association between ⌬TSH over time (within the reference range) and incident weight gain, which is in agreement with the findings of Fox et al 1 but of a lower magnitude. This association actually strengthened after we further adjusted for diet and physical activity. Since Fox et al 1 observed a smaller effect size in men compared with women, it is likely that we had insufficient study power to detect this association in men. We have shown that obesity was a significant predictor of incident overt hypothyroidism (unpublished data, 2008). Our study supports the findings of Fox et al 1 in providing evidence that the physiological mechanism of obesity may exert some influence on thyroid function and vice versa, as suggested by the editorial. 2 In conclusion, our study provides additional support for the concept that modest changes in thyroid function 
